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Response to Arguments 

This Non-Final Office Action is in response to the After-Non-Final amendment 
filed on 19 May 2006. Claims 1-15 are pending, of which claims 1, 2, 6, and 9-11 are 
under examination and claims 3-5, 7, 8, and 12-15 are withdrawn from consideration. 



Restriction of claims 12-15 
Applicants' traversal to the restriction of claims 12-15 is acknowledged, however, 
not persuasive. Applicants' argument did not present any issues that materially affect 
the rationale for the restriction in the prior Office Action. Therefore, the restriction 
remains final. 

Claim Rejections - 35 USC $ 112, 1 st IT, enablement 
The rejection of claims 1 and 6 under 35 U.S.C. §112, first paragraph, as failing 
to comply with the enablement requirement, is maintained for reasons of record and 
extended to the dependent claims. Applicants' arguments have been fully considered 
but are deemed unpersuasive. 

The breadth of the claim limitation lymphocyte conditioned medium" (LCM) is so 
broad that it encompasses a//chemokines and cytokines present in T cell culture 
medium from any mammal and all methods of T cell activation. Applicant' specification 
only refers to one embodiment wherein the adjuvant is based on a mixture of cytokines 
and chemokines derived from supernatant collected from cultured human peripheral 
blood mononuclear cells (PBMC) stimulated in vitro with antiCD3/CD28-coated beads. 
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This embodiment is not commensurate with the entire scope of the claimed invention. 
Therefore, there is at least a scope of enablement issue with the specification. 

Applicants' citation of MPEP 2164.02 and In re Brana, 51 F.3d 1560, does not 
apply to the instant application. An in vitro or in vivo animal model example in the 
specification, in effect, constitutes a "working example" if that example "correlates" with 
a disclosed or claimed method invention. If there is no correlation, then the examples do 
not constitute "working examples." In this regard, the issue of "correlation" is also 
dependent on the state of the prior art [emphasis added]. In the instant case, the only 
working example in the specification does not correlate to the claimed in vivo LCM 
immunotherapy in mammals based on the teachings in the art. The state of in vivo T- 
cell based therapy is highly unpredictable and awaits further development, as cautioned 
by Yee (2005), 'The cytokines necessary for augmentation and maintenance of the 
immune effector function and survival, the costimulatory factors required, and the 
regulatory and inhibitory mechanisms that must be overcome to achieve tumor 
eradication must be addressed whether vaccine strategies or adoptive T cell therapy is 
used. However, the behavior and ultimate fate of effectors generated in vivo can be 
substantially different from those generated in vitro. It would be naive to assume that in 
vivo conditions could be reproduced completely by manipulating conditions in vitro and 
there may be effectors of desired phenotype and function that can only be generated or 
more easily generated in vivo than in vitro. On the other hand, when effectors can be 
generated in vitro, their specificity, magnitude, surface and functional phenotype can be 
far better defined than those generated following in vivo immunization... it would be 
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presumptuous to believe that immune monitoring can characterize induced vaccine- 
elicited effectors to the same degree as effectors elicited ex vivo. Although there is no 
guarantee that infused T cells will behave in vivo in the same manner as one would be 
able to predict in vitro" (p. 17). Yee further concludes, "Advances in this field will require 
judicious, step-wise translation of promising pre-clinical strategies into carefully 
designed clinical trials with discrete immunologic endpoints...The implementation of 
adoptive therapy however belies its experimentalistic origins: in cases where a 
population of T cells of desired magnitude with defined phenotypic and functional 
properties is required, for example, to validate findings arising from vaccine studies or 
provide proof of principle for hypotheses based on pre-clinical studies, this represents 
the optimal strategy" (p. 24, last paragraph). Therefore, the claimed method of 
enhancing an immune response to an antigen in a mammal comprising administering 
LCM as an adjuvant for the antigen does not correlate with the in vitro antigen 
stimulation of human PBMC in the working example. Due to the high level of 
unpredictability in the state of the art (see references cited supra), the limited guidance 
on how to prepare LCM and the cytokine and chemokine analysis of LCM in the 
specification has left one skilled in the art undue experimentation of in vivo antigen 
stimulation with or without the LCM and with a different adjuvant to observe the adjuvant 
effect of LCM. 

Applicants assert that a lack of clinical efficacy of the LCM is a requirement for 
obtaining approval from the FDA rather than obtaining a patent the Patent Office. The 
clinical efficacy is important to demonstration the correlation between in vitro and in vivo 
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results. Extrapolation from in vitro experimentation to in vivo administration of the LCM 
in mammals, especially in humans, is highly unpredictable in the state of the art due to 
the complex nature of immunology, see references above. 

The claimed LCM adjuvant immunotherapy is not a routine practice in the art. 
Therefore, based on the evidence as a whole and the analysis of the In re Wands 
factors (A)-(H), the instant invention lacks an enabling disclosure for the entire scope of 
the claimed invention. See MPEP §2164.01 (a) for the list of factors to be considered 
when determining whether there is sufficient evidence to support a determination that a 
disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is "undue." 

Claim Rejections - 35 USC § 102 
The rejection of claim 1 under 35 U.S.C. §102(b) as being anticipated by 
Baxevanis et al. (1999) is withdrawn in view of the Applicants' statement that 
Baxevanis does not teach administering LCM with an antigen. 

Claim Rejections - 35 USC § 103 

The rejection of claims 1 and 2 under 35 U.S.C. §103 (as) as being obvious over 
Baxevanis et al. (1997) in view of Santamaria et ai (1990) is withdrawn in view of 
Applicants' statement that neither reference discloses anti-CD28 coating on the beads. 

The rejection of claims 1 and 9-1 1 under 35 U.S.C. §103 (as) as being obvious 
over Baxevanis et al. (1997) in view of Setaluri etaL (US 2002/0192727) is maintained 
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for reasons of record. Applicants' assertion of nonobviousness is not persuasive absent 
compelling reasoning. 

New Claim Rejections - 35 USC § 1 12, 2 nd H 
Claims 1 and 2 are rejected under 35 U.S.C. §1 12, second paragraph, as being 

indefinite forfaiting to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. Specifically: 

In claim 1, the term "lymphocyte-conditioned medium" is indefinite because it is 

not clear to one skilled in the art what the active ingredient in the medium that acts as 

an adjuvant and what is the "condition" for the process of making this medium. 

In claim 2, the term "anti CD3/CD28" is confusing because it can be interpreted 

as "CD3 and CD28" or as "CD3 or CD28." 

New Claim Rejections - 35 USC § 103 
The text of those sections of Title 35, U.S. Code not included in this action can 

be found in a prior Office action. 

Claims 1, 2, and 9-11 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over Baxevanis et al. (1 997) in view of Setaluri et al. (US 2002/01 92727) and Mengozzi 

etai (2001). 

The instant claims read on a method of enhancing an immune response to an 
antigen in a mammal comprising administering LCM, which can be the PBMC of the 
mammal, in combination with an antigen. 
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Baxevanis et ai describe a method of adding supernatants collected from donor- 
derived PBMC stimulated with anti-CD3 monoclonal antibody. 

Baxevanis et ai do not describe anti-CD3/CD28-coated beads for T cell 
activation and are silent on the antigen to be administered with the activated PBMC 
supernatant. 

Setaluri et ai describe the dosage calculation and the administration of a tumor 
antigen hourly, daily, weekly, monthly, or yearly, by intramuscular or intravenous 
injection. See column 10, T|90 and 92. 

Mengozzi et ai suggest the anti-CD3/CD28-coated beads for ex vivo stimulation 
of T cells. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify the method of Baxevanis et ai by activation with anti- 
CD3/CD28-coated beads, as taught by Mengozzi et ai, and by combining with a tumor 
antigen and adapting the dosage calculation, administration route and schedule taught 
by Setaluri et ai The skilled artisan would have been motivated to do so to increase the 
efficiency of activation of T cell and the immunogenicity of the tumor antigen, by 
enhancing NK cell-mediated cytotoxicity, and activating the up-regulation of IL-2-specific 
receptor, cytokine synthesis and secretion, cell proliferation and acquisition of both 
antigen-specific and antigen-non-specific T-lymphocyte cytotoxicity. There would have 
been a reasonable expectation of success, given the ex vivo expansion of even HIV- 
infected T cells after anti-CD3/CD28 stimulation, as taught by Mengozzi et ai and the 
standard pharmaceutical procedures for administration of an anti-tumor antigen, as 
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taught by Setaluri etal. Thus, the invention as a whole was clearly prima facie obvious 
to one of ordinary skill in the art at the time the invention was made. 
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